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Sir: 



Transmitted herewith is an Information Disclosure Statement in the 
above-identified application. This Statement is submitted: 



[ ] within three months of the application filing date; 



[X j more than three months from the application filing date but 

before the mailing date of the first Office Action on the merits, 

In accordance with 37 C.F.R. § 1.97, submission of this Statement 

requires no fee. However, if for any reason a fee is due, the Commissioner is hereby 

authorized to charge payment: of the fee to Deposit Account No. 06-1075. A duplicate 

copy of this letter is transmitted herewith. 
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Pursuant to 37 C.F.R. §§ 1.56 and 1.97, applicants, through their 
attorney, make of record the documents listed below. A completed Form PTO- 
1449 listing all of the documents is enclosed herewith. 
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Applicants respectfully request that the documents listed below be 
(1) fully considered by the Examiner during the course of the examination of this 
application and (2) printed on any reissue patent issuing from this application. 
Applicants also request that a copy of the enclosed Form PTO-1449 duly initialed 
by the Examiner be forwarded to the undersigned with the next communication. 

U.S. Patents 

Meade etai. Patent No. 4,873,316 October 10, 1989 

Rosen Patent No. 5,304,489 April 19, 1994 

Clark et al. Patent No. 5,366,894 November 22, 1994 



Foreign Patents 

World WO 88/00239 January 14, 1988 

World WO 90/05188 May 17, 1990 

World WO 91/03216 June 13, 1991 

World WO 92/11358 My 9, 1992 

World WO 92/11757 My 23, 1992 

Other Documents 

Behringer et al. (1989) "Synthesis Of Functional Human Hemoglobin In 
Transgenic Mice" Vol. 245, Science , pp. 971-973. 



Binnie et al. (1993) "Characterization Of Purified Recombinant Fibrinogen: 
Partial Phosphorylation Of Fibrinopeptide A" Vol. 32, Biochemistry , pp. 107-113. 



Chung Dominic W. , et ,1(1983), "Characterization Of A Commentary 
g"*""** Acid And Genomic Deoxyribonucleic Acid For The P «n Of 

Human fibrinogen, " Vol. 22, fehemistry, pp . 3244-3250. 

a „; j r C ^ ng / i (1983) " Cl!aracteriz ati^ Of A Complementary Deoxyribonucleic 

u- C ^ ng e£ al ; V" 0) " Nuc| eotide Sequences Of The Three Genes Coding For 
human Fibrinogen" Vol 201 , AaVExo^.Med, pp. 39-48. 

TmJ^m^ 19 ^ " PIiara,aceuticals From Transgenic Livestock" Vol. 5, 
oftransSS^^ 

io, BkSXi^iSSSf TrailSgCTe EXpreSSi ° n % Co ^— " V ^ 

Messed if^tr r ' ?v '/ TJt " IntraceMar Fate 0f Imogen B P Chain 
jessed In COS Cells," Vol. 1048, Biod^m : _Bk^hv^. Acta, pp. 202-208. 

n-ff ? m f f aL ^^MCeUBmm abstract "The Organization Of DNA 



-ondncf^? Ct , aL " Pr ° dUCti0n ° f C - VStic Fibrosis Transmembrane 

^onductance Regulator In The Milk Of Transgenic Mice, - Vol. 10, Bio/Technol^ 

CfenH kt 0 ™ 1 *? 1 aL (1 " 3) " Hnmm y-^^^feron Expression In The Man-ary 
Glana Of Transgenic Mice" Vol. 319, FHBS.Letters, pp. 181-184. ' ^--^ 

M^^f 1 6 it (1994) " InC?Tk;ienr Pro ^sing Of Human Protein C In The Mouse 
Mammary Gland" Vol. 3, ;i^ns^ic.R«rch, pp. 355-364. 
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Farrell. D.H. etal. (1994), "Binding Of Recombinani Fibrinogen Mutants To 
Platelets," Vol. 269, L_BioLCIlSnL, PP- 226-231. 

Farrell ei aL, (1991) "Recombinant Human Fibrinogen And Sulfation Of The y ' 
Chain" Vol. 30, No. 39, Biochemistry , pp. 9414-9420. 

Greenberg et aL, (1991) "Expression Of Biologically Active Heterodimeric 
Bovine Follicle-Stimulating Hormone In Milk Of Transgenic Mice" Vol. 88, 
Bioctojstrv, pp. 8327-8331. 

Grosschedl R et al. (1984), "Introduction Of A p. Immunoglobulin Gene Into 
The Mouse Germ Line; Specific Expression In Lymphoid Cells And Synthesis Of 
Functional Antibody," Vol. 88, Ceil, pp. 647-658. 

Hartwig, R. et al. (1991), "Studies On The Assembly And Secretion Of 
Fibrinogen," Vol. 266 L_Bipi,.C.herrL., pp. 6578-6585. 

Hennighausen, Lothar (1990) "The Mammary Gland As A Bioreactor: 
Production Of Foreign Proteins In Milk" Vol. 1, mim3mSL^.miMh\m^ 
pp. 3-8. 

Hurtley et al., (1989) "Protein Obiigomerization In The Endoplasmic 
Reticulum" Vol. 5, AjuikJfeJMJllM, PP- 277-307. 

i e , SH et al (1994), "Production Of Biomedical Proteins In The Milk Of 
Transgenic Dairy Cows; The State Of The Art," Vol. 29, lJ>mm^.M^^ PP- 
213-221. 

Lord Susan T. (1980), "Expression Of A Cloned Human Fibrinogen cDNA In 
Escherichia Coli: Synthesis Of An A Alpha Polypeptide," Vol. 4, DNA, pp. 3^-38. 

Lord Susan T et al. (1989), "Expression Of A Fibrinogen Fusion Peptide in 
Escherichia Coli: A Model Thrombin Substrate For Structure/Function Analysis," 
Vol. 73, Blood, pp. 166-171. 

Massoud et al (1996) "The Deleterious Effects Of Human Erythropoietin Gene 
Driven By The Rabbit Whey Acidic Protein Gene Promoter In Transgenic Rabbits" 
Vol. 45, Ann Zootech , pp. 1-9. 

**cClenaghan H al. (1995) "Secretory Proteins Compete For Production In Tfo 
Mammary Gland Of Transgenic Mice" Vol. 310, Biochemical Journal , pp. 637-641. 

Mishina et al. (1986) "Molecular Distinction Between Fetal And Adult Forms 
OfMusde Acetylcholine Receptor" Vol. 321, Nature, pp. 406-411. 



Moreol et al. (1994) 'The Porcine Mmm* Gland As A Broreactor For 
Complex Proteins" Vol. 721, R^to^NATteuolaiBLll. PP- 2* 233 

Nicoll et al (1965) ■Estimates Of Parenchyma!, Stromal, And Lymph Node 
Deoxyribonileic Add In Mammary Glands Of C311/Crgl/2 MICE" Vol. 4, No. 9, 
LjfeJJcjenees, pp. 993-1001. 

Palmiter, Richard D., et al. (1985), "Transgenic Mice," Vol. 41, CeU, pp. 



343-345. 



Pittius et al., (1988) "A Milk Protein Gene Promoter Directs The Expression 
Of Human Tissue Plasminogen Activator cDNA To The Mammary Gland In 
Transgenic Mice" Vol. 85, Bwchemistrx, pp. 3874-5878. 

Prunkard et al. UCLA Symposia on Molecular ^"f^^f A 
i eve! Secretion Of Recombinant Human Ficrmogen hi Bri^s * TT^ui: 
^ansc^tionai Process" Vol. 17C (1993) Abstract M23, Lournaio^,^ 
mmmil. February 8-14, 1993, Taos, New Mexico. 

Pr^kard ei al. (1996) "High-Level Expression Of Recombinant Human 
Fibrinogen The Milk Of Transgenic Mice" Vol. 14, mMI^m±M^, PP- ^- 
871. 

Reddv et al. , (1991) "Expression Of Human Growth Hormone In The Milk Of 
Transgenic Mice" Vol. 2, No. I, AnllMBio^Mologi, pp. 15-29. 

Re*n*. C, et al. (1991), "Recombinant Production, Secretion, And Cloning 
Behavio^Finnogen And Cell Line Used Therein," Ctoa Affl, p. ,.6. 

Rixom M.W., et ai. (1985), "Nucleot.de Sequence Of The Gene For The Y 
Chain Of Human Fibrinogen," Vol. 24, M&BBim* PP- 

Rixonetal. (1983) "Characterization Of A Con^lerr^tary ^ 0X g!^^^^^ 
Acid Coding For The a Chain Of Human Fibrinogen" Vol. z2, No. 13, Bioxtofii, 
pp. 3237-3244. 

Roy et ah (1991) 'Assembly And Secretion Of Recombinant Human 
Fibrinogen" Vol. 265, No. 8, TmMm3lM Ml^SmlSm^, fP- -58-*- o3. 

Shani et al. < 1992) "Expression Of Human Serum Albumin In The Milk Of 
Transgenic Mice" Vol. 1, No. 5, TramgemcReseMch, pp. ^5-208. 

Simons et al. (1988) "Gene Transfer Into Sheep" Vol. 6, BioiJ^gTogi, PP 

179-183 
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^ Sinai Yarus et al. , «I99b) "Engineering Transgenes For Use In The Mammarv 

Gland' Vol IS, Genetic Engineering, pp. 57-81. 

Storb et a!. (1986) "Transgenic Mice With u And * Genes Encoding 
Antiphosphorylcholine Antibodies" Vol. 164, IMJmrMMMmi^mamcdicme 
pp. 627 Ml. ~ " ~* 

Tojo el a!., (1993^ "Production And Characterization Of Transferee M^e 
Expressing A hGH Fusion Gene Driven By The Promoter Of Mouse Whey Acidic 
Protein (mWAP) Putatively Specific To Mammary Gland" Vol 39, No. 2, Journal of 
Reproduction and E>eveiopmetif , pp. 145- 155 " " 

Turner et al. (1992) "Proteins Are Secreted By Both Constitutive And 
Regulated Secretory Pathways In Lactating Mouse Mammary Epithelial Cells" Vol 
' - Jie Journal of CeILBioI«gy pp. 2*9- 2^8 

Velander et al. (1992) "High-Level Expression Of A Heterologous Protein In 
The Milk Of Transgenic Swine Using The cDNA Encoding Human Protein C", Vol 
89, AppIieaJJiphigicHj Sciences, pp. 12003 12007 

Whitelaw et al. (1992) "Position-Independent Expression Of The Ovine fi~ 
Lactogiobulin Gene In Transgenic Mice" Vol. 285, ^ochesnjcaljouriLal, op. 31 39. 

Wilkins et al. (1992) "Isolation Of Recombinant Proteins From Milk" Vol 4Q 
-Qi^nidi or_Ce!lular Bipchtniistry. pp. 333-33S. 

Yu 01 a! - >;19,S4) "H^-inogcn Precursors" Vol 259, No. 16, Thcioamal of 
i«ti:ogicaj iiiejnisiry., pp. 10574-10581. " " 

Yu et al. (1989) "Functional Human CD4 Protein Produced In Milk Of 
Transgenic Mice" Vol. 6, MQLBioL_MecL, pp. 255-261. 



None -< the abose cited documents, made ol record by applicants 
herein, renders unpatentable, either alone or in any combination thereof, the pending 
claims of this reissue application. Applicant request fbar this Statement and the cited 
documents be made of record in this application. 
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filing date but before the mailing date c-' the first ^urstaptive OtfLe Action. In 
accordance with 37 C.F.R. § 1.97, submission of :h;s Statement requires no iee 

The Commissioner, bo^'eu-r, ; < lerccy au:hori/iJ *o charge oavm 
any fees required in connection with this Information iXsclosi-rc Statement to De? 
Account No. 06-1075. A duplicate cor\ of this statement is t;;ms;mttrc i-erewrih 
Respectfully submitted, 

" \ f\ 
\ j J j^htJtu, N - 

Wes F. Haley, Jr. (Reg.ljta^,794) 

.Attorney for Applicants 
c/o FISH AND NEAVE 

1251 Avenue of the Americas 
New York, New York 10020 
Telephone: (212) 596-9000 



X S<sr^$sf =?<srtify that- t-sis 

Deposited with this 0.0. 
rzkibl iarvi«e as Fir.t 
Class Kail in an Envelope 
addressed to: ASSISTANT 

cc:';-ucci;trsn o? <v - ' • ts 
v,-..':rrs'5'roa d.c. zOiSi, on 

>.„//!, i >w 



